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DETAILED ACTION 

Please note that the examiner assigned to this application has changed. 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 CFR 
1 17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 CFR 1 . 1 14, and the fee set forth in 37 CFR 1 . 17(e) has been 
timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 CFR 
1.1 14. Applicant's submission filed on October 8, 2003 has been entered. 

Claims 1, 7, 9, 21, 46-51, 55-57 and 56 have been amended. Claims 1-10, 16-23, 33, 34, 46-69 
are pending and under consideration. 

The text of those sections of Title 35, U.S. Code not included in this action can be found in a 
prior Office Action. 

Claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 63 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Mizzen et al (WO 98/23735). Claim 1 is drawn to a pharmaceutical vaccine 
composition comprising an isolated stress protein complex and a physiological acceptable 
carrier, wherein the stress protein complex comprises an hspl 10 polypeptide and an 
immunogenic polypeptide. Claim 2 embodies the pharmaceutical composition of claim 1 
wherein the hspl 10 polypeptide is complexed with the immunogenic polypeptide. Claim 3 
embodies the pharmaceutical composition of claim 2, wherein the hspl 10 polypeptide is 
complexed with the immunogenic polypeptide by non covalent interaction. Claim 4 embodies 
the pharmaceutical composition of claim 2, wherein the complex comprises a fusion protein. 
Claim 5 embodies the pharmaceutical composition of claim 1, wherein the complex is derived 
from a tumor. Claim 6 embodies the pharmaceutical composition of claim 1, wherein the 
complex is derived from a cell infected with an infectious agent. Claim 16 embodies the 
pharmaceutical composition of claim 1, wherein the immunogenic polypeptide comprises a 
cancer antigen. Claim 17 embodies the pharmaceutical composition of claim 16, wherein the 
immunogenic polypeptide comprises a her 2/neu peptide. 
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Claim 33 is drawn to a method for inhibiting tumor growth in a subject comprising 
administering to said subject an effective amount of the pharmaceutical composition of clam 16 
to elicit an anti-tumor immune response in the subject, and thereby inhibiting tumor growth in 
the subject. Claim 58 embodies the method of claim 33 wherein the hspl 10 polypeptide is 
cbmplexed with the immunogenic polypeptide. Claim 59 embodies the method of claim 33 
wherein the hspl 10 polypeptide is complexed with the immunogenic polypeptide by non- 
covalent interaction. Claim 60 embodies the method of claim 33 wherein the complex of the 
pharmaceutical composition comprises a fusion protein. Claim 61 embodies the method of claim 
3 1 wherein the complex of the pharmaceutical composition is derived from a tumor. Claim 63 
embodies the method of claim 33 wherein the immunogenic polypeptide of the pharmaceutical 
composition comprises a her2/neu peptide. 

Mizzen et al disclose a vaccine for inducing cell-mediated immunity comprising one or 
more stress proteins and one or more antigens (page 10, lines 9-23), wherein the preferred 
antigens are tumor associated antigens (page 6, lines 12-24) and that useful tumor associated 
antigens are her2/neu (page 14, lines 16-18) and influenza antigens (page 5, line 5 to page 6, line 
8). Mizzen et al contemplates that the vaccines comprise mixtures of antigens and stress protein, 
conjugates of antigens and stress proteins and fusion proteins comprising antigens and stress 
proteins ( page 12, lines 2-20). Mizzen et al disclose the stress protein of Hspl 10 as an example 
of the stress proteins of the invention (page 23, lines 6-10). Mizzen et al disclose the 
pharmaceutical^ acceptable carrier of 2mM sodium phosphate and 150mM NaCl at pH 7 (page 
41, lines 4-7). Mizzen et al generally teach that the vaccines comprising stress proteins and an 
antigen are useful in the treatment of a bacterial pathogen in a mammal (page 12, lines 29-32), 
thus fulfilling the specific embodiments of claim 6. 

Applicant argues that Mizzen et al do not teach the therapeutic properties of hspl 10, and that 
although hspl 10 is mentioned as an example of a heat shock protein, no basis for expecting the 
structural dissimilar hspl 10 to have the same immunogenic utility as hsp70 is provided by 
Mizzen et al. Applicant contends that because one of skill in the art would not have had a 
reasonable expectation of success with a pharmaceutical composition comprising hspl 10 
complexed with an immunogenic polypeptide in the absence of data demonstrating the ability to 
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elicit an effective immune response, none of the cited references provides an enabling disclosure 
or suffices to place the public in possession of the invention. This has been carefully considered 
but not found persuasive. The general teachings of Mizzen et al are a composition comprising a 
stress protein and an antigen against which an immune response is desired (page 12, lines 2-4). 
On page 18, lines 32-34, Mizzen et al teach that "Any suitable stress protein (heat shock protein 
(hsp) can be used in the compositions of the present invention". Mizzen et al provide working 
examples of immunogenic compositions comprising hsp70 (examples 2 and 3, pp. 36-39), hsp71 
(pp. 40-42)-, and hsp65 (example 4, pp. 42-46) and hsp71 (example 5, pp. 46-48). Mizzen et al 
do no provide working examples with Hspl 10 as noted by applicant, however, on page 22, lines 
16-24, Mizzen et al state "Stress genes and proteins for use in the present invention are those 
well known in the art and include, for example, Hsp 100-200, Hsp 100, Hsp90, Lon, Hsp70, 
Hsp60, Tf55, Hsp40, FKBPs, cyclophilins, Hsp20-30, ClpP, GrpE, HsplO, ubiquitin, calnexin 
and protein disulfide isomerases". Mizzen et al teach the group of stress proteins comprising 
Hsp 100 -Hspl 10 (page 23, lines 10-14). One of skill in the art would conclude without a doubt 
that Mizzen et al is specifically teaching that Hspl 10 has the properties of a stress protein that 
are consistent with the composition of Mizzen et al comprising a stress protein and an 
immunogenic polypeptide. Applicant argues that the mere fact that hsp 1 10 has been identified 
as a stress protein is not enough to indicate that it could be used to inhibit cancer or other 
diseases. This has been considered but not found persuasive. Mizzen et al do more than identify 
hspl 10 as a stress protein, because Mizzen et al teach Hspl 10 as part of the composition 
comprising the immunogenic polypeptide. 



Claims 1-8, 16, 17, 33, 58-63 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Mizzen et al (WO 98/23735) in view of the abstract of Wang et al (FEBS Letters, 1999 February, 
Vol. 464, pp. 98-102) . The specific embodiments of claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 
63 are set forth above. Claim 7 embodies the pharmaceutical composition of claim 1, wherein 
the stress protein complex further comprises a polypeptide selected from the group consisting of 
hsp70, hsp90, grp78 and grp94. Claim 8 embodies the pharmaceutical composition of claim 1, 
wherein the stress protein complex comprises hspl 10 complexed with hsp70 and hsp25. Claim 
62 embodies the method of claim 33 wherein the hspl 10 is complexed with hsp70 and hso25. 
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Mizzen et al teach the specific embodiments of claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 
63 for the reasons set forth in the section above. Mizzen et al generally teach that the vaccines 
comprising stress proteins and an antigen are useful in the treatment of a bacterial pathogen in a 
mammal (page 12, lines 29-32) and that the stress proteins of Hsp70 and Hsp20-30 are among 
the major determinants recognized in the immune response to infection by M. tuberculosis (page 
21, lines 18-22). Mizzen et al do not specifically teach a vaccine composition comprising 
hspl 10 complexed to hsp70 and hsp25. 

The abstract of Wang et al teach that native Hspl 10 forms a complex with Hsp25 and 
Hsp70 (lines 7-9). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
claimed invention was made to use a pharmaceutical composition comprising a complex of 
hspl 10, hsp25 and hsp70 proteins as a vaccine for M tuberculosis. One of ordinary skill in the 
art would have been motivated to do so with a reasonable expectation of success by the teachings 
of Mizzen et al on (a) pharmaceutical compositions comprising heat shock proteins such as 
Hspl 10 for the treatment of a bacterial pathogens and (b) the immunogenicity of the Hsp25 and 
Hsp70 proteins produced by an M tuberculosis infection, and the teachings of Wang et al on the 
native interaction of the Hspl 10, Hsp25 and Hsp70 proteins. One of skill in the art would 
recognize that the heat shock proteins of Hsp25 and Hsp70 proteins are antigens produced by the 
intracellular M tuberculosis pathogen, and would be therefore motivated in using said proteins in 
a vaccine against tuberculosis. 

Applicant argues that none of the above references teaches a composition comprising hspl 10 as 
an immunogen because it was not known that hspl 00 was immunogenic or otherwise useful in 
the inhibition of cancer or infectious disease. This has been considered but not found persuasive, 
for the reasons set forth above, that Mizzen et al specifically teaches Hspl 10 as an embodiment 
of the composition comprising the stress protein and the immunogenic polypeptide. Further 
Mizzen et al teach that the stress proteins hsp20-30 are immunogenic proteins recognized in the 
immune response against M tuberculosis. Mizzen et al do not specifically teach Hsp25 as a 
specific embodiment of the Hsp20-30 proteins, but it is recognized in the art that the Hsp20-30 
proteins are the "small" heat shock proteins, and Hsp25 is a member of the "small" heat shock 
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proteins. Further, the abstract of Wang et al teach that Hspl 10, Hsp25 and Hsp70 form a 
complex. Thus, it would be obvious to include the heat shock proteins of Hsp25and Hsp70 in a 
composition with Hspl 10 because the Hsp70 protein is an immunogenic protein that evokes an 
immune response to a M tuberculosis infection, in addition to the hsp20-30, small heat shock 
proteins. Additionally, it would be obvious to combine Hspl 10 with Hsp70 and Hsp25 because 
Wang et al teach that Hspl 10, Hsp25 and Hsp70 complex together. 

Claims 1-6, 16, 17, 22, 33, 58, 59, 60 , 61, 63 and 68 are rejected under under 35 U.S.C. 103(a) 
as being unpatentable over Mizzen et al (WO 98/23735) in view of Wallen et al (6,066,716). 
The specific embodiments of claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 63 are set forth in 
section 8 above, above. Claim 22 is drawn to the pharmaceutical composition of claim 1, 
wherein the complex has been heated so as to enhance binding of the hspl 10 polypeptide to the 
immunogenic polypeptide. Claim 68 embodies the method of claim 33 wherein the complex of 
the pharmaceutical composition is heated so as to enhance the binding of the hspl 10 polypeptide 
to the immnogenic polypeptide. 

Mizzen et al teach the specific limitations of claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 
63 for the reasons set forth above. Mizzen et al do not teach the heating of the complex. 

Wallen et al teach a method for the purifying heat shock proteins in native association 
with peptide inside the cell (column 3, lines 25-3 1). Wallen specifically teaches that members of 
the hspl04-105 family are particularly useful (column 3, lines 52-57) and identifies hspl 10 as a 
member of the aforesaid family (column 4, lines 3-4). Wallen et al teach that incubation between 
37 degrees and 50 degrees increases the number of heat shock proteins (column 3, lines 5-7). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
claimed invention was made to heat a cellular lysate comprising the hspl 10 protein and the 
immunogenic polypeptide. 

One of ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success by the teachings of Wallen et al on the increase in the level of heat shock 
proteins upon heating of a cellular lysate. It is reasonable to assume the increased level of heat 
shock proteins would result in a concomitant increase in the number of heat shock proteins 
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complexed to immunogen because Wallen et al teach that heat shock proteins are associated 
with peptides inside the cell. 

Applicant argues that Wallen describes a method for purifying heat shock proteins complexes 
which comprises the steps of adding a solution containing heat shock complexes in which heat 
shock proteins are associated with peptides, polypeptides, denature proteins complexes in which 
to a column containing ADP matrix to bind the heat shock proteins. Applicant contends that 
Wallen et al teach away from the instant invention in that hspl 10 does not bind to ATP or ADP. 
This has been considered but not found persuasive. Applicant sites figure 4 of Oh et al in 
support of the allegation that hspl 10 does not bind to ATP. On examination of the legend for 
figure 4B it is indicated in the last two lines that the column marked "Beads" is proteins 
remaining on the ATP agarose after ATP elution. Clearly the hspl 10 protein is bound to the 
ATP agarose and exposure to ATP solution competes with the ATP of the agarose for binding of 
the hspl 10 indicated by the decrease in the amount of material on the ATP agarose after the 
ATP elution. 

Claims 1-6, 16, 17, 23, 33, 58, 59, 60 , 61, 63 and 69 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Mizzen et al (WO 98/23735) in view of Srivastava et al (WO 95/24923) 
and either of Dong et al (Pharmaceutical Biotechnology, 1995, Vol. 6, pp. 625-643) or Heath, 
Pharmaceutical Biotechnology, 1995, Vol. 6, pp. 645-658). The specific embodiments of claims 
1-6, 16, 17, 33, 58, 59, 60 , 61 and 63 are set forth above. Claim 23 embodies the 
pharmaceutical composition of claim 1, further comprising an adjuvant. Claim 69 embodies the 
method of claim 33 wherein the pharmaceutical composition further comprises an adjuvant. 
Mizzen et al teach the specific limitations of claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 63 for 
the reasons set forth above. Mizzen et al do not teach a pharmaceutical composition comprising 
hsp 1 1 0 in combination with an adjuvant. 

Srivastava et al teach vaccines comprising stress protein-peptide complexes and 
cytokines (abstract and page 48, lines 16-21). Either of Dong et al or Heath et al identify 
cytokines as immunological adjutants. 
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It would have been prima facie obvious to one of ordinary skill in the art at the time the 
claimed invention was made to administer the vaccine taught by Mizzen et al with a cytokine as 
an adjuvant. 

One of ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success by the teaching of either Dong et al or Heath on the efficacy of cytokines 
as immunological adjutants and the teachings of Srivastava et al on the combination of stress- 
protein-peptide vaccines with cytokines for the initiation of cytotoxic T-cell response against 
said peptide. 

Applicant does not specifically argue against this combination of references, however, applicant 
argues that Mizzen et al do not teach a composition comprising hspl 10 as an immunogen 
because it was not known that hspl 00 was immunogenic or otherwise useful in the inhibition of 
cancer or infectious disease. This has been considered but not found persuasive, for the reasons 
set forth above, that Mizzen et al specifically teaches Hspl 10 as an embodiment of the 
composition comprising the stress protein and the immunogenic polypeptide. 



Claims 1-6, 16-18, 33, 58, 59, 60 , 61, 63 and 64 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Mizzen et al (WO 98/23735) in view of Cheever et al ((U.S. 5,726,023). The 
specific embodiments of claims 1-6, 16, 17, 33, 58, 59, 60, 61 and 63 are set forth above. Claim 
18 embodies the pharmaceutical composition of claim 17, wherein the her 2/neu peptide is 
derived from the intracellular domain of her 2/neu. Claim 21 embodies the composition of claim 
16 wherein the cancer antigen is a colon cancer antigen.. Claim 64 embodies the method of claim 
63 wherein the her2/neu peptide is derived form the intracellular domain of her2/neu. Mizzen et 
al disclose a vaccine for inducing cell-mediated immunity comprising one or more stress proteins 
and one or more antigens (page 10, lines 9-23), wherein the preferred antigens are tumor 
associated antigens (page 6, lines 12-24) and that useful tumor associated antigens are her2/neu 
(page 14, lines 16-18). Mizzen et al do not specifically teach the intracellular domain of said 
protein. 

Cheever et al teach that rats immunized with the intracellular domain (ICD) of Her2 
developed higher levels of Neu peptide specific T-cell responses as well as Neu protein specific 
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T-cell responses in contrast to rats immunized with the extracellular domain (ECD) of Her2 
(column 30, line 47 to column 32, line 8). Cheever et al teach that the expression of Her-2/neu is 
associated with colon cancer (claim 2). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
claimed invention was made to use the ICD as the tumor-associated antigen in the vaccine taught 
by Mizzen et al. 

One of ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success by the teachings of Cheever et al on the advantages of eliciting an 
immune response against the ICD of Her2/neu versus the ECD of Her2/neu. 

Applicant does not specifically argue against this combination of references, however, applicant 
argues that Mizzen et al do not teach a composition comprising hspl 10 as an immunogen 
because it was not known that hspl 00 was immunogenic or otherwise useful in the inhibition of 
cancer or infectious disease. This has been considered but not found persuasive, for the reasons 
set forth above, that Mizzen et al specifically teaches Hspl 10 as an embodiment of the 
composition comprising the stress protein and the immunogenic polypeptide. 

Claims 1-6, 16-18, 20, 21, 33, 58, 59, 60 , 61, 63 and 64 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Mizzen et al (WO 98/23735) and Cheever et al ((U.S. 
5,726,023) as applied to claims 1-6, 16-18, 33, 58, 59, 60 , 61, 63 and 64 above, and further in 
view of Eberlein et al (U.S. 5,550,214). The specific embodiments of claims 1-6, 16, 17, 33, 58, 
59, 60, 61 and 63 and the teachings of Mizzen and Cheever which render these claims obvious is 
set forth above. Claim 20 embodies the pharmaceutical composition of claim 17 wherein the 
her-2/neu peptide is derived from the transmembrane region of her-2/neu Cheever et al teaches 
compositions comprising either the transmembrane domain or the extracellular domain of her- 
2/nei. Neither Mizzen et al nor Cheever et al teach a composition comprising the transmembrane 
region of Her-2/neu. 

Eberlein et al teach immunogenic peptides derived from Her-2/neu and the presentation 
of said peptides by HLA-A2 molecules leading to recognition by cytotoxic T-lymphocytes. This 
invention is based, in part, on our discovery that HER2/neu antigenic peptides described herein, 
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when presented by HLA-A2 molecules, are recognized by cancer-specific cytotoxic T 
lymphocytes from many different tumors.. Eberlein et al specifically teach that at least one of 
these peptides derived from a fragment of the HER2/neu oncogene protein involves a point 
mutation found in the transmembrane portion of the tumor-derived HER2/neu protein and is not 
expressed in normal tissue (column 6, lines 6-17). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
claimed invention was made to substitute the peptide derived from the transmembrane region of 
Her-2/neu for the intracellular portion of the Her-2/neu protein. 

One of ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success by the teachings of Eberlein on the immunogencity of peptides derived 
from fragments comprising a point mutation consistent with oncogenic transformation. One of 
skill in the art would be motivated to induce a immune response against said transmembrane 
fragment in order to target transformed cells. 

Applicant summarizes the arguments stating that the references actually teach away from the 
instant invention because the teachings of the prior art regarding hsp90, hsp70, hsp60, hsp20-30 
and ubiquitin would lead the skilled artisan away from the use of hspl 10. This has been 
considered but not found persuasive. The demonstration of success with other heat shock 
proteins would not lead one of skill in the art away from the use of hspl 10 as a stress protein in 
combination with an immunogenic polypeptide because Mizzen et al teach that Hspl 10 is a 
stress protein which is part of the disclosed composition. Further, the courts have determined 
that disclosed examples and preferred embodiments do not constitute a teaching away from a 
broader disclosure or nonpreferred embodiments. In re Susi, 440 F.2d 442, 169 USPQ 423 
(CCPA 1971). and In re Gurley, 27F.3d 551, 554,31 USPQ2d 1130, 1132 (Fed. Cir. 1994) (The 
invention was directed to an epoxy impregnated fiber reinforced printed circuit material. The 
applied prior art reference taught a printed circuit material similar to that of the claims but 
impregnated with polyester imide resin instead of epoxy. The reference, however, disclosed that 
epoxy was known for this use, but that epoxy impregnated circuit boards have "relatively 
acceptable dimensional stability" and "some degree of flexibility," but are inferior to circuit 
boards impregnated with polyester imide resins. The court upheld the rejection concluding that 
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applicant's argument that the reference teaches away from using epoxy was insufficient to 
overcome the rejection since "Gurley asserted no discovery beyond what was known in the art." 
27 F.3d at 554, 3 1 USPQ2d at 1 132. In the instant case, Mizzen et al does not provide any 
disclosure that the use of hspl 10 in place of the hsp used by Mizzen in at in the examples would 
not be as effective in the composition comprising the stress protein and the immunogenic 
polypeptide. Thus, the working examples of compositions comprising other heat shock proteins 
than the instant hspl 10 cannot be considered as teaching away from the compositions 
comprising hspl 10. 

Claims 1-6, 16, 17, 19, 33, 58, 59, 60 , 61 and 63 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Mizzen et al (WO 98/23735) in view of Hudziak et al (U.S. 6,015,567). 

The specific embodiments of claims 1-6, 16, 17, 33, 58, 59, 60 , 61 and 63 are set forth 
above. Claim 19 embodies the pharmaceutical composition of claim 17, wherein the her 2/neu 
peptide is derived from the extracellular domain of her 2/neu. Claim 65 embodies the method of 
claim 33 wherein the her2/neu peptide is derived from the extracellular domain of her2/neu. 
Mizzen et al disclose a vaccine for inducing cell-mediated immunity comprising one or more 
stress proteins including hspl 10 and one or more antigens (page 10, lines 9-23), wherein the 
preferred antigens are tumor associated antigens (page 6, lines 12-24) and that useful tumor 
associated antigens are her2/neu (page 14, lines 16-18). Mizzen et al do not specifically teach 
the extracellular domain of said protein. 

Hudziak et al teach a vaccine comprising the extracellular portion of the HER2 molecule 
which may be combined with suitable adjuvants (column 2, lines 60-63). Hudziak et al teach 
that many breast cancer patients exhibit amplification of the her2 gene (column 10, lines 14-16) 
and said patients would be expected to benefit from active specific immunotherapy by 
provoking an immune response in a patient with an immunogenic form of the extracellular 
domain of HER2 (column 10, lines 38-43) 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
claimed invention was made to use the extracellular domain of HER2 as the tumor-associated 
antigen in the vaccine taught by Mizzen et al. 
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One of ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success by the teachings of Hudziak et al on the benefits expected in patients 
having breast cancer characterized by . amplification of Her2, and in addition from the teachings 
of Mizzen et al on compositions comprising stress proteins and tumor antigens such as Her2. 

Claims 1-5, 7-10, 16-23, 34 and 46-57 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for a method for eliciting an anti-tumor immune response 
against a pre-existing tumor in a subject , does not reasonably provide enablement for a method 
of prophylactic ally generating an anti-tumor immune response before the tumor occurs. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 
Claims 1-5, 7-10 and 16-23 encompass vaccines for inhibiting the growth of a tumor in a subject 
and for the inhibition of cancer in a subject, when given the broadest reasonable interpretation 
the inhibition of a tumor in a subject reads on the generation of a prophylactic immune response 
before the tumor occurs. Claim 34 and dependent claims 46-57 are clearly drawn to the 
prevention of cancer. The specification is not enabling for the use of the disclosed compositions 
in the prevention of cancer. This would require administration of the claimed formulations prior 
to the development of the cancer. However, there is no guidance in the specification for 
determining the appropriate time prior to the development of malignancy to begin the therapy or 
for identifying patients at risk for developing malignancy. The specification provides 
insufficient guidance with regard to the issues raised above and provides no working examples 
which would provide guidance to one skilled in the art and no evidence has been provided which 
would allow one of skill in the art to predict the efficacy of the claimed methods with a 
reasonable expectation of success. In view of the above, one of skill in the art would be forced 
into undue experimentation to practice the claimed invention. 

All other rejections and objections as set forth in the prior Office action are withdrawn in light 
of applicants arguments and amendments. 
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Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen Canella whose telephone number is (571) 272-0828. The 
examiner can normally be reached on Monday through Friday from 9 am to 6:30 pm. A 
message may be left on the examiner's voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Yvonne Eyler, can be reached on (571) 
272-0871 . Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the Group receptionist whose telephone number is (703) 308- 



0196. 



Karen A. Canella, Ph.D. 
Primary Examiner, Group 1642 
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